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15 1.0 Study Overview

16  Premature infants (birth weight < 1251 grams) will be randomized 1:1 into the multi-center protocol to

17  evaluate whether Bevacizumab (subsequently referred to as BV) doses of 0.063 mg and 0.25mg are an

18  effective treatment for type 1 ROP, with ROP and retinal vessels all in zone 1. Treatment success will be

19  determined at the 4-week visit. One or two eyes per participant will be eligible. Randomization will be

20  stratified by gestational age (< 24 weeks vs > 24 weeks).

21 Schedule of Study Visits and Procedures

22

Enroll 1d 4d Iw* | 2w* | 3w* | 4w* | 2m* | 4m* | 6mt | 12m¥
Informed Consent X
Medical/Ocular History X X X X X X X X X X X
Classify ROP X X X X X X X X X
Ocular Exam X X
Retinal Imaging XP X
Extent of Retinal X
o X

Vascularization
Cycloplegic Refraction
Plasma VEGF Xe X¢ X¢ Xe
Ocular Alignment X X
Visual Fix & Follow X X
Data on Additional Treatments X X X X X X X X
Adverse Events X¢ x¢ X¢ X X¢ X¢ X¢ X© X¢ X
Systemic Outcomes X X

23

24 *Exams through 4 months are timed based on initial treatment (and re-treatment when indicated).

25  fExams 6 months and beyond are based on adjusted age.

26

27  *Medical and ocular history to include concomitant medications and pre-existing medical conditions at

28  time of enrollment

29  "Retinal imaging done at enrollment and prior to any additional treatment. Imaging is also done at 4-

30  months if no additional treatment has been received. OCT and FA are optional.

31  °Plasma VEGF testing is optional.

32 9All adverse events recorded at each visit until 4 weeks post-treatment

33 °Only serious adverse events and ocular adverse events recorded beyond 4 weeks post-treatment

34

35 1.1 Primary Outcome Definition — Treatment Success At 6 Months Adjusted Age

36  The primary outcome is Treatment success, determined at 4 weeks, post injection, and meeting the

37  following three criteria:

38 e Improvement by the 4-day exam (3 to 5 days)

39 e No recurrence of type 1 ROP within 4 weeks of injection

40 e No severe neovascularization requiring additional treatment within 4 weeks of injection.

41

42  With a short time to primary outcome, it is expected that lost to follow-up will be minimal and non-

43  informative. However, there may be a few participants who die or are lost to follow up before the 4-week

44  visit. To use the information of these participants as much as possible, a time to event analysis will be

45  performed. Censoring will occur at the time of death or lost to follow up before the 4-week outcome. If an

46  eye fails to meet any of the above criteria at one of the visits before the censoring event, that eye will be

47  counted as a failure at that time. The protocol visit date that reports the failure or censoring event will be
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used as the timepoint for the analysis. Direct adjustment methods will be used to estimate the success
probability, to be consistent with the hypothesis below.

It is possible for fellow eyes to be enrolled with type 1 ROP in zone 2. It is estimated that ~10% of
participants will have or develop zone II ROP in the fellow eye. These eyes will be analyzed separately to
estimate success in each treatment group.

1.1.1 Off-protocol treatments and success/Failure

The ROP4 protocol is designed to release eyes to treatment at investigator discretion as quickly as
possible if there are signs of non-improvement or worsening. However, if an investigator decides to
provide a second treatment after 0.063 or 0.25 BV, the patient will be considered a failure at that date.
The reason to consider this a non-response is that any eye treated would probably at least be approaching
failure criteria.

1.2 Primary Statistical Hypotheses

The objectives are to estimate the treatment success probability in eyes treated with 0.063 mg and 0.25
mg BV and to evaluate whether the success probability differs between the two dose groups. The null
hypothesis is there is no difference in the success probability for BV doses of 0.063 mg and 0.25mg.

1.3 Description/ Calculation of Secondary Outcomes

Many of the secondary outcomes are safety outcomes.
Categorical secondary outcomes are described in two ways:

e Participant level:
o The outcome is either naturally counted on a participant basis
o Or, if an ocular outcome, if the event happens in either eye then that participant is
counted
e Eye level
Analyses of the outcomes are described in Chapter 2.

1.3.1 Number of re-treatments
The number of re-treatments will be collected throughout the study on a per participant and per eye basis.

1.3.2 Ocular outcomes from ocular exam
At the ocular exams, the following data will be collected.
o The number and proportion of children and eyes with each of the following will be
tabulated if known for study eyes:

o Most severe abnormality in the eye based upon clinical exam:
e Essentially normal
Abnormal angle of temporal vessels (suggestive of traction)
Macular ectopia
Stage 4A retinal detachment (sparing fovea)
Stage 4B retinal detachment (involving fovea)
View of macula blocked
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e Total retinal detachment
e All view of posterior pole and near periphery is blocked due to
anterior segment opacity
e Enucleation due to ROP
Enucleation due to other causes
e Unable to determine (e.g. view impossible due to corneal opacity
unrelated to ROP, or to miotic pupil)
Normal or abnormal cornea
Normal or abnormal anterior segment
Normal or abnormal lens
Optic nerve atrophy absent, questionable, present, or view obscured
e A binary indicator will be evaluated as present vs (absent or
questionable), not including view obscured
These ocular outcomes will be tabulated at every visit. After the 2-month visit, a category for “ever”
having each outcome will be added.

O O O O

Additional ocular adverse events may be documented on the Adverse Events Form throughout the trial.
These will be tabulated separately. Generally, complications of treatment would be adverse events, and
outcomes are from the disease process (ROP).

1.3.3 Extent of retinal vascularization
The extent of retinal vascularization will be classified as:
Posterior Zone 1
Anterior Zone 1
Posterior Zone 11
Mid Zone II
Anterior Zone II
Zone III
e Full Vascularization
We will calculate a binary variable for eyes that achieve either Zone 111 or full vascularization (vs less).

1.3.4 Time from enrollment to hospital discharge
Initial date of hospital discharge will be collected. Participants who are not discharged will be censored at
last available follow-up visit.

1.3.5 Number of times re-hospitalized.

The number of re-hospitalizations will be collected. If hospitalizations are not collected for some
participants, they will have their own category for missing data. Missing data may not be the same as zero
reported hospitalizations.

1.3.6 Physical Measurements of head circumference, body weight (grams)
Head circumference (cm) and body weight (grams) will be collected. The number of missing observations
will be displayed below tabulations.

1.3.7 Supplemental oxygen requirement/ discontinuation rate
The status of current supplemental oxygen requirement will be collected. We will categorize:

e The number of participants who are currently on oxygen
e The number of participants who were on oxygen but stopped
e The number of participants never on oxygen






























